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PRIMARY-EXAMINER: Saunders; David 
ASSISTANT- EXAMINER : VanderVegt; F. Pierre 

ATTY -AGENT -FIRM : Marshall, O' Toole, Gerstein, Murray & Borun 
ABSTRACT : 

Specific binding members for human carcinoembryonic antigen (CEA) comprise a 
human antibody antigen binding domain. The specific binding members may have a 
dissociation constant less than 1 . 0 . times . 10 . sup . -8 M and may be substantially 
non-crossreactive with human liver and/or other normal tissues. They may be 
specific for the A3-B3 extracellular domain of CEA. They may be specific for a 
carbohydrate epitope of CEA. They may be produced by recombinant expression from 
encoding nucleic acid and modified and manipulated in various manners in 
accordance with known techniques. CEA is a tumour antigen and the specific 
binding members have proven ability to bind and target CEA both in vitro and in 
vivo . 

32 Claims, 42 Drawing figures 
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ART-UNIT: 186 

PRIMARY-EXAMINER: Feisee; Lila 

ATTY-AGENT-FIRM: Townsend and Townsend and Crew 
ABSTRACT : 

Novel methods for producing, and compositions of, humanized immunoglobulins 
having one or more complementarity determining regions (CDR's) and possible 
additional amino acids from a donor immunoglobulin and a framework region from 
an accepting human immunoglobulin are provided. Each humanized immunoglobulin 
chain will usually comprise, in addition to the CDR's, amino acids from the 
donor immunoglobulin framework that are, e.g., capable of interacting with the 
CDR's to effect binding affinity, such as one or more amino acids which are 
immediately adjacent to a CDR in the donor immunoglobulin or those within about 
3 .ANG. as predicted by molecular modeling. The heavy and light chains may each 
be designed by using any one or all of various position criteria. When combined 
into an intact antibody, the humanized immunoglobulins of the present invention 
will be substantially non- immunogenic in humans and retain substantially the 
same affinity as the donor immunoglobulin to the antigen, such as a protein or 
other compound containing an epitope. 

13 Claims, 80 Drawing figures 
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proteins from plants," Nucleic Acids Research 16:1349-1357, 1988. 
ART-UNIT: 184 

PRIMARY -EXAMINER: Wax; Robert A. 
ASSISTANT -EXAMINER: Lau; Kawai 
ABSTRACT : 

The molecular cloning and expression of biologically active 

ribosome-inactivating protein bryodin 1 are described. A complete amino acid and 
oligonucleotide sequence encoding bryodin 1 are also described. Further, 
plasmids, expression vectors comprising a nucleotide sequence encoding bryodin 1 
and transformed host cells are described. Isolation and characterization of the 
nucleotide sequence for bryodin 1 enables the recombinant production of large 
amount of bryodin 1 for use. in vitro or in vivo directly or as ligand/toxin 
conjugates or fusion proteins. These compositions can be used to selectively 
kill undesired cells such as cancer cells, infected cells, bacteria. 

11 Claims, 13 Drawing figures 
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ART-UNIT: 184 

PR I MARY -EXAMINER: Ziska; Suzanne E. 

ATTY- AGENT- FIRM: Townsend and Townsend and Crew LLP 
ABSTRACT : 

The invention relates to transgenic non-human animals capable of producing 
heterologous antibodies and transgenic non-human animals having inactivated 
endogenous immunoglobulin genes. In one aspect of the invention, endogenous 
immunoglobulin genes are suppressed by antisense polynucleotides and/or by 
antiserum directed against endogenous immunoglobulins. Heterologous antibodies 
are encoded by immunoglobulin genes not normally found in the genome of that 
species of non-human animal. In one aspect of the invention, one or more 
transgenes containing sequences of unrearranged heterologous human 
immunoglobulin heavy chains are introduced into a non-human animal thereby 
forming a transgenic animal capable of functionally rearranging transgenic 
immunoglobulin sequences and producing a repertoire of antibodies of various 
isotypes encoded by human immunoglobulin genes. Such heterologous human 
antibodies are produced in B-cells which are thereafter immortalized, e.g., by 
fusing with an immortalizing cell line such as a myeloma or by manipulating such 
B-cells by other techniques to perpetuate a cell line capable of producing a 
monoclonal heterologous antibody. The invention also relates to heavy and light 
chain immunoglobulin transgenes for making such transgenic non-human animals as 
well as methods and vectors for disrupting endogenous immunoglobulin loci in the 
transgenic animal . 
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